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Neurology

Alzheimer’s disease 
(AD)

β-Site APP-cleaving 
enzyme 1 (BACE1)

In vitro and mouse studies suggest that aminoimidazole 
compounds could help treat AD. In vitro screening of 
Wyeth’s compound library identified an aminoimidazole 
that inhibited BACE1. In cell culture, optimized 
derivatives of the compound reduced β-amyloid (Aβ) 
secretion, a product of BACE1 activity that is associated 
with AD, compared with that in untreated controls. In 
a mouse model of AD, the compound lowered serum 
Aβ levels by 71% compared with mock treatment. 
Next steps include improving brain permeability of the 
compounds.  
Wyeth is developing BACE1 inhibitors to treat AD.  
CoMentis Inc.’s CTS-21166 BACE1 inhibitor is in Phase 
I testing for AD. At least four other companies have 
BACE1 inhibitors in preclinical development for AD.
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